Kucherlapati et al. 
1/18 



Mouse Heavy Chain J Genes Inactivation Veclor 
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(A) Tarpcled mouse he»vv chain I 
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(B) Inactivation vector pmHSl 
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(C) Southern analysis of nmHSJ-tarpcifcd US colonies 
■ Wild t%'pe ES cell genome 
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deletion blocks cell surface IgM expression 
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Figure 4 
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INACTIVATldN OF KAPPA CONSTANT REGION 
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SOUTHERN ANALYSIS OF LIGHT CHAIN 
Ck-TARGETED E14-1 CELLS 
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KAPPA J/CONSTANT 
REGION INACTIVATION 



J REGION KNOCKOUT VECTOR 
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Figure 9 
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KAPPA J/CONSTANT REGION 
DELETION VECTORS 
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SOUTHERN ANALYSIS OF LIGHT 
CHAIN Jk/Ck-DELETED E14-1 CELLS 
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Figure 12 
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Figure 
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Figure 15 
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(A) Hitman haavy <^hain locus 
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(B) Mouse heavy chain locus 
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(C) Human hfta vv chain rftplacemenc VAC vsctor 
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Mouse Breeding Scheme 



Cross lA. 

heterozygous inactive Murine IgH 
X 

heterozygous inactive Murine IgK 

MIgH (inactive') MIgK 
MIgH MIgK 

MTgH MTgK (inactive^ 

MIgH MIgK 



Cross I B. 

heterozygous Human IgH 
X 

hclerozygous Human IgK 

MIpH MIpK HTpH 
MIgH MIgK 
X 

MIgH MIgk HleK 
MIgH MIgK 



Fl (cross I A) 

MIgH (inactive^ MIgK nnactive) 



MIgH 



MIgK 



Fl (cross I B) 

MIpH MTpK HIgH HleK 
MIgH MIgK . 



Cross II. 
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Fl (cross I A) X Fl (cross I B) 
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MAMMALIAN HOST GENOTYPES 



Hetero- or Hemi^zy^ j is Mice 

I* AmloL mloH 
mlgL inZgH 

II, mlqL AmloH 
mlgL inlgH 

III. mlQL niloH hlQH 
mlgL mIgH 

IV. mlQL mlQH hlQL 
ffllgL fflIgH 

V. Animal 1 X Animal II 

Amlql^ mloH 
mlgL AmIgH 

VI. Animal III X Animal V 

mlgL mIoH hlgH 
AmIgL Amigh 

VII. Animal IV X Animal V 

mlgL mlqH MaL 
AmIgL AmIgH 

VIII. Animal VI X Anmlal VI I 

AmIgL AmIaH hIgL MqH 
AmIgL AmIgH 

miglf mIoH hIgL hlgH 
AmIgL AnIgH 



Intercross Product Mice* 

AmIgL mloH 
AmIgL mIgH 

mlQL AmIgH 
mlgL AmIgH 

mlgL mIgH hlgH 
mlgL mIgH hlgH 

mlgL mlqH hIgL 
mlgL mIgH hIgL 



AmIgL AmIgH 
AmIgL AmIgH 



AmIgL AmIgH hlgH and AmIgL AmIgH hlgH 
AmigL AmIgH hlgH AmIgL AmIgH 



AmIgL AmIqH hlqL and AmIqL AmIgH hIgL 
AmIgL AmIgH hIgL AmIgL AmIgH 



AmIgL AmIgH hIgL hlgH ' 
AmIgL AraIgH hIgL hlgH 

AmIgL AmIgH hIgL hlgH and AmIgL AmIgH hIgL hlgH 
AmIgL AmIgH hIgL hlgH ArolgL AmIgH 



IX. Animal III X Animal IV 

ffilalt mIgH hIgL hlgH 
mlgL migH 

X. Animal II X Animal IX 

mlgL AmloH hIgL hloH 
mlgL mIgH 

XI. Animal I X Animal IX 

A mIgL mlqH hlg^i hlgH 
mlgL migH 



mlgL mlqH hlqL hlgH 
mlgL mIgH hIgL hlgH 



mlgL AmIgH hIgL hlgH and mlgL AmIgH hlqL hlgH 
mlgL AmIgH hIgL hlgH mlgL AmIgH 



AmIgL mlqH hlqL hlgH and AmIqL mlqH hlqL hlgH 
AmIgL mIgH hIgL hlgH AmIgL mIgH 



♦Not all possible genotypes from intercrosses are showp. 
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functionally inactive locus 
=* mouse endogenous gene 
= human transgehe 
IgH = immunoglobulin heavy chain 
IgL - immunoglobulin light chain 
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